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Solid-phase synthesis
• A versatile solid-phase method for the synthesis of 1,3-diaminoketones as cysteine
protease inhibitors has been reported (Subramanyam and Chang, Tetrahedron
Lett., 2000, 41(37), 7145-7149).
• Polymer-bound isocyanides have been found to be valuable ligands for anchoring
haloarene chromium carbonyl complexes subsequently used in reactions with
nitrogen nucleophiles (Maiorana et al., Tetrahedron Lett., 2000, 41(37), 7271-
7275).
• 2-Aminoimidazolinones have been synthesised by a sequence that commences with
the reaction of resin-bound amino acids with isothiocyanates and concludes with a
cyclisation that cleaves the products from the solid-phase (Drewry and Ghiron,
Tetrahedron Lett., 2000, 41(36), 6989-6992).
• A concise and effective solid-phase synthesis of 2-amino-4(3H)-quinazolinones
starting with polymer-bound isothiourea has been described (Yang and Kaplan,
Tetrahedron Lett., 2000, 41(36), 7005-7008).
• Aromatic nitro groups on solid-phase supports (both polystyrene and polyethylene
glycol-polystyrene resins) have been found to be readily reduced using sodium
hydrosulphite (Scheuerman and Tumelty, Tetrahedron Lett., 2000, 41(34), 6531-
6535).
• Amides and esters can be prepared on a Merrifield resin from Lewis-acid catalysed
cleavage of a solid-supported benzyloxycarbonyl equivalent (Li et al., Tetrahedron
Lett., 2000, 41(34), 6619-6622).
• Polymer-supported N-Fmoc-dehydroalanine has been synthesised and used in the
Diels-Alder preparation of cycloaliphatic amino acids (Burkett and Chai,
Tetrahedron Lett., 2000, 41(34), 6661-6664).
• Immobilised 4-iodoimidazole has been used in a halogen/metal exchange reaction
to ultimately yield a library of 35 4-substituted imidazoles (Gelens et al., Bioorg.
Med. Chem. Lett., 2000, 10(17), 1935-1938).
Novel linkers
• Polystyrylboronic acid has been demonstrated to be an effective linker for the
reusable polymeric support of oligosaccharides (Belogi et al., Tetrahedron Lett.,
2000, 41(36), 6965-6968 and 6969-6972).
• Polymer-bound iminodicarbonate is a new ammonia equivalent that can be used in
the solid-phase synthesis of primary amines (Subramanyam, Tetrahedron Lett.,
2000, 41(34), 6537-6540).
• Tertiary methylamines have been prepared via a reductive alkylation-fragmentation
reaction sequence using a robust and versatile hydroxamate linker (Blaney et al.,
Tetrahedron Lett., 2000, 41(34), 6635-6638). The same linker has been
demonstrated to withstand strong organometallic nucleophiles such as Grignards in
the synthesis of the MAO inhibitor α-methylpargyline (Blaney et al., Tetrahedron
Lett., 2000, 41(34), 6639-6642).
• A latent aryl hydrazine ‘safety-catch’ linker compatible with N-alkylation has been
used in the synthesis of mono-ketopiperazines (Berst et al., Tetrahedron Lett.,
2000, 41(34), 6649-6653).
• A new silyl linker has been used in a strategy for the synthesis of a protected
glycopeptide fragment of interleukin-2 (Ishii et al., Tetrahedron, 2000, 56(34),
6235-6243).
Solid-phase methodologies
• The carbamate linker of hydroxymethyl polystyrene is readily cleaved by treatment
with a mixture of trifluoroacetic acid and dimethylsulphide at ambient temperature
avoiding the use of hydrogen fluoride (Yang, Tetrahedron Lett., 2000, 41(36),
6981-6984).
Library applications
• A library of 5800 aryloxypropanolamines have been prepared on solid-phase using
a key Mitsunobu coupling reaction in a mix and split combinatorial strategy (Bryan
et al., Tetrahedron Lett., 2000, 41(36), 6997-7000).
• The solution-phase synthesis of two 1000 member positional scanning libraries
based on distamycin A have been used in the discovery of novel DNA binding
agents (Boger et al., Bioorg. Med. Chem., 2000, 8(8), 2049-2057).
• A combinatorial approach has been used in the synthesis of three sets of
sublibraries based on an antifungal peptide active against C. albicans and C.
neoformans (Kundu et al., Bioorg. Med. Chem. Lett., 2000, 10(16), 1779-1781).
• A solid-phase synthetic route to a heterocyclic β-turn mimetic of sialyl Lewis x, a
natural carbohydrate ligand of selectins has been described (Kurokawa et al.,
Bioorg. Med. Chem. Lett., 2000, 10(16), 1827-1830).
• A combinatorial chemistry approach has been used in the discovery of small
molecule nanomolar inhibitors of the p38 kinase (Dumas et al., Bioorg. Med.
Chem. Lett., 2000, 10(18), 2047-2050 and 2051-2054).
• Metal-binding peptoid molecules have been discovered through the use of 19F
encoded combinatorial libraries (Pirrung and Park, Bioorg. Med. Chem. Lett.,
2000, 10(18), 2115-2118).
• Nucleotide libraries have been prepared by combinatorial means and evaluated for
their antiviral activity against HSV-1 (Jin et al., Bioorg. Med. Chem. Lett., 2000,
10(17), 1921-1925).
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